The Masson-Fontana silver stain for melanin was employed for the differentiation of pathogenic fungal species in human or mouse tissues. The fungi studied were Candida albicans, Candida 
The identification of a fungal etiological agent which is seen in tissue should be confirmed by culture. In practice, however, pathologists are often confronted with situations in which they have to make a diagnosis only with fixed histopathological materials. The Gomori methenamine-silver stain and the periodic acid-Schiff reaction are the two best and the most widely used stains for detecting fungi in tissue. When the fungal cells are typical and the histological techniques are adequate, a pathologist with experience can make with confidence a diagnosis of several diseases on the basis of fungal morphology in tissue. Cryptococcosis (2) is one of the fungal diseases which can be diagnosed histopathologically when the fungus is typical. However, cells of Cryptococcus neoformans in tissue can be confused with those ofBlastomyces dermatitidis or other yeastlike fungi. Mayer mucicarmine stain is a useful method (2) for differentiating cryptococci from other fungi of similar size and appearance. Mucicarmine (8) to detect melanin and other silver-reducing granules. C. neoformans produces a melanin-like pigment when grown on a substratum containing di-or polyhydroxy phenols (10 RESULTS Fungal cells in animal tissue. All of the sections stained with Gomori methenamine-silver stain showed darkly stained fungal cells with typical morphology of each species. In MassonFontana-stained tissues, however, only C. neoformans and C. bacillisporus cells were stained dark brown to almost black ( Fig. 1 and 2) . The pigment was on the cell wall and less intensely on the capsular material of the cells. The cytoplasm appeared hyaline or pink due to the counterstain. The cell walls of all the other fungi ( Fig. 3 ) except S. schenckii were hyaline. The counterstain was taken up by cytoplasm more vividly in C. albicans, showing a pink color. The nucleus of host cells was also pink due to the counterstain. The cell wall of S. schenckii was faintly brown (Fig. 4) , but the intensity of the color was not comparable with that seen in the cryptococcal cells regardless of the type of host tissues. The shape of cells and the total absence of capsular material in S. schenckii were additional differences between this fungus and the cryptococci. The cells of C. neoformans stained by the modified Warthin-Starry silver method showed a faintly brown wall with hyaline inside. The extracellular capsule was not detectable by the stain.
Fungal cells in human tissue. Gomori methenamine-silver-stained sections showed deeply stained typical fungal cells of each species. The results of the Masson-Fontana silver staining were identical to those found in mouse tissue. C. neoformans was the only pathogen positively stained, showing a reddish brown wall and pink or hyaline cytoplasm (Fig. 5 and 6 ). The intensity of staining seemed to vary, depending upon the age of the autopsy blocks and the therapy record of the patients ( (8) . The duration of the immersion in a silver bath is critical for revealing melanin, and Masson (9) It is significant that C. laurentii was the only other cryptococcus among the four nonpathogenic species tested which reduced silver. The cell wall of C. uniguttulatus, which was formerly considered to be a variety of C. neoformans (7), did not contain silver-reducing components. These results suggest that C. laurentii may be more closely related to C. neoformans and to C. bacillisporus than is C. uniguttulatus. It has been recently shown that the perfect state of C. uniguttulatus belongs to the genus Filobasidium (6), whereas that of C. neoformans belongs to the genus Filobasidiella (5).
